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AB p53 gene in human esophageal cancer (EC) and cancer of 

gastric cardia was analyzed. Southern blotting hybridization revealed that 
five of 35 of EC sample were found to contain abnormal structure of 
p63 gene, including 2 deletions and 3 rearrangements; two of 27 
adjacent non- tumor tissues also contain abnormal structure of p53 gene 
(7.4%), among them one case was fragment deletion and another case was 
rearrangement. PCR-direct sequencing technique was used to detect p53 
point mutation within exon and intron 5 through 9. Fifteen of 30(50%) of 
esophageal squamous cell carcinomas contained mutation of p53 gene. Five 
of 11(45%) adjacent non-tumor tissues also contained mutation of p53 gene. 
An esophageal adenocarcinoma shoved p53 mutation. Three of 4 carcinoma of 
gastric cardia showed p53 mutation. Mutation spectrum in EC: 8 OF 22 cases 
(36.4%) of p53 mutation were G:C to A : T transition, 6 of 22 cases (27.3%) 
of p53 mutation were frameshift mutation, including 13.6% (3/22) insertion 
and 9.1% (2/22) deletion mutation. Some new sites of p53 mutation in human 
EC were identified. The results suggest that the p53 gene plays an 
important role in carcinogenesis of human esophagus and gastric cardia. 
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TI Differential expression of p63 in human breast cancer. 

AU Pujol, P. (1); Allred, D. C; Osborne, C. K. ; Haurie, H.-P.; Fuqua, S. A. 
W. 

CS (1) Univ. Tex. Health Sci. Cent., San Antonio, TX 78284 USA 
SO Proceedings of the American Association for Cancer Research Annual 
Meeting, (1994) Vol. 35, No. 0, pp. 165. 

Meeting Info. : 85th Annual Meeting of the American Association for Cancer 
Research San Francisco, California, USA April 10-13, 1994 
ISSN: 0197-016X. 

DT Conference 

LA English 
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Reproductive System - Pathology *16506 
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BC Hominidae *86215 
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AN 96110930 EMBASE 
DN 1996110930 

TI Mutations of the p53 gene in the stool of patients with resectable 

colorectal cancer. 
AU Eguchi S.; Kohara N.; Komuta K. ; Kanematsu T. 

CS Department of Surgery II, Nagasaki Univ. School of Medicine, 1-7-1 

Sakamoto , Nagasaki 852, Japan 
SO Cancer, (1996) 77/8 SUPPL. (1707-1710) . 

ISSN: 0008-543X CODEN : CANCAR 
CY United States 
DT Journal; Conference Article 
FS 016 Cancer 

022 Human Genetics 

048 Gastroenterology 
LA English 
SL English 

AB BACKGROUND. This study was undertaken to evaluate whether genetic analysis 
in the stool can be useful for detecting malignant tumors in the colon and 
rectum. We searched for the possible presence of mutations in the p53 gene 
in the stool of patients with resectable colorectal cancer. 
Alterations in the p53 gene are the most frequent among mutant genes 
related to colorectal cancer. METHODS. Surgically resected tumor 
specimens and stool samples from 25 patients with colorectal 
cancer were examined for mutations of exons 5-8 of the p53 gene by 
polymerase chain reaction single - strand conformation polymorphism 
(PCR-SSCP) . Results were compared with those achieved by fecal occult 
blood testing. RESULTS. Mutations of the p53 gene were found in the tumor 
tissues in 11 of 25 patients (44%) . Of these 11 patients, 7 (64%) had 
evidence of alterations in the p63 gene within the stool. Of 
five patients who were negative for fecal occult blood testing, 
p63 mutations in the stool were evident in three patients. 
CONCLUSIONS. This method of stool DNA analysis for tumor-specific 
mutations is expected to have a wide application in clinical screening for 
colorectal cancer. 

CT Medical Descriptors: 

♦colorectal cancer: DI, diagnosis 
♦colorectal cancer: SU, surgery 
*f eces 
*gene 
adult 
aged 

clinical article 
conference paper 
female 

gene mutation 
human 

human tissue 
male 

polymerase chain reaction 
priority journal 

single strand conformation polymorphism 
spectrophotometry 
Drug Descriptors : 
*dna: EC, endogenous compound 
*protein p53 : EC, endogenous compound 
RN (dna) 9007-49-2 
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TI Alteration of c-erbB-2 and p53 product expressions in prostatic 

cancer before and after the development of androgen- independency . 

AU Ishibashi Y./ Fukuoka H . ; Fujinami K. ; Sekiguchi Y . ; Sakanishi S. 

CS Department of Urology, Yokohama Minami Kyosai Hospital , Yokohama , Japan 

SO Nishinihon Journal of Urology, (1995) 57/7 (802-805) . 
ISSN: 0029-0726 CODEN : NHJUAR 

CY Japan 

DT Journal; Article 
FS 009 Surgery 
016 Cancer 

02 8 Urology and Nephrology 

LA English 
SL English; Japanese 

AB We examined whether there is any alteration of c-erbB-2 and p53 products 
in prostatic cancer specimens from the same patient before 
treatment and after reactivation. No staining was found for the c-erbB-2 
product in any specimens taken before treatment and after reactivation 
from 9 patients. As for the p53 product, however, 2 specimens showed 
positive staining after reactivation, although all 9 specimens had been 
negative before treatment. However, the positive rate was only 22.2% 
(2/9) . The median of intervals of these 2 cases between the beginning of 
reactivation and post reactivation biopsy was twice as long as that of the 
remaining 7 cases with unchanged negative staining. This fact suggests 
that these 2 patients were much closer to being at a late stage at the 
time of post-reactivation biopsy. Our result is consistent with reports 
that p63 is correlated with the later stage of progression in 
prostatic cancer. 

CT Medical Descriptors: 

♦prostate cancer: DI, diagnosis 
adult 
aged 
article 

clinical article 
gene expression 
human 
male 

oncogene 
prostate biopsy 
protein determination 
transurethral resection 
Drug Descriptors : 

* oncoprotein : EC, endogenous compound 
*protein p53 : EC, endogenous compound 
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TI Tumor suppressor gene alteration in adult acute lymphoblastic leukemia 
(ALL) . Analysis of retinoblastoma (Rb) and p53 gene expression 
in lymphoblasts of patients with de novo, relapsed, or refractory ALL 
treated in Southwest Oncology Group studies . 

AU Tsai, T.; Davalath, S.; Rankin, C . ; Radich, J. P.; Head, D . ; Appelbaum, F. 
R . ; Boldt, D. H. (1) 

CS (1) Med. Hematology, Univ. Texas Health Science Cent., 7703 Floyd Curl 
Drive, San Antonio, TX 78284-7880 USA 

SO Leukemia (Basingstoke), (1996) Vol. 10, No. 12, pp. 1901-1910. 
ISSN: 0887-6924. 

DT Article 

LA English 

AB To examine the impact of inactivation of tumor suppressor genes on outcome 
in adult ALL, we compared two groups of patients registered to SWOG 
treatment protocols for loss of the Rb gone product and p53 

overexpression : (1) 89 patients with de novo ALL, and (2) 26 patients with 

relapsed/ refractory ALL . The groups were comparable with respect to age , 

sex, and race. Cell lysates ( gtoreq 80% blasts) were analyzed by 

immunoblotting which enabled detection of Rb or p53 proteins in 

as little as 1 mu-g of lysate . Loss of Rb expression (pRbneg) was found in 

54/85 (64%) de novo and 11/19 (58%) relapsed patients (P = 0.79). 

Overexpression of p53 (p53abn) , indicative of p63 

point mutations, was found in 16/75 (21%) de novo and 8/19 (42%) 

relapsed patients (P = 0.08). Using a nonisotopic RNase cleavage assay, 

p53 point mutations in exons 5-9 were confirmed in 14/23 

(61%) p53abn specimens. For the de novo ALL group, patients with normal Rb 
protein had higher WBC and higher peripheral blast and lymphocyte counts. 
Otherwise neither abnormal Rb or p53 expression correlated with 
any of a large panel of clinical and laboratory variables including FAB 
class, blast lineage, expression of myeloid antigens or CD34, and presence 
of the Phi chromosome or BCR-ABL. Analyses of treatment outcomes 
demonstrated no significant impact of Rb or p53 status alone on 
CR rates, relapse-free or overall survival. An identical percentage (11%) 
of both de novo and relapsed/ref ractory patients had concurrent 
abnormalities of both Rb and p53 expression (pRbneg/p53abn) . The 
survival curve of these patients suggests an increased rate of early 
death, but the number of patients in this group was small . Summarizing , 
(1) loss of Rb expression is common in adult ALL; (2) overexpression of 
p53 may be more frequent in relapsed/refractory than de novo adult 
ALL; and (3) although Rb or p53 alteration alone are not strong 
Independent predictors of outcome, their concurrent expression may predict 
a poor response to therapy. 
CC Genetics and Cytogenetics - Human *03508 

Pathology, General and Miscellaneous - Therapy *12512 

Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 

Reticuloendothelial Pathologies *15006 

Blood, Blood-Forming Organs and Body Fluids - Lymphatic Tissue and 
Reticuloendothelial System * 150 0 8 

Neoplasms and Neoplastic Agents - Pathology; Clinical Aspects; Systemic 
Effects *24004 

Neoplasms and Neoplastic Agents - Biochemistry *24006 

Neoplasms and Neoplastic Agents - Therapeutic Agents; Therapy *24008 
Neoplasms and Neoplastic Agents - Blood and Reticuloendothelial Neoplasms 
*24010 
BC Hominidae * 8 62 15 
IT Major Concepts 

Blood and Lymphatics (Transport and Circulation); Genetics; Hematology 
(Human Medicine, Medical Sciences) ; Oncology (Human Medicine, Medical 



Sciences) ; Pathology 

IT Miscellaneous Descriptors 

ADULT ACUTE LYMPHOBLASTIC LEUKEMIA; BLOOD AND LYMPHATIC DISEASE; DE 
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P53 GENE; REFRACTORY; RELAPSED; RETINOBLASTOMA GENE; SOUTHWEST 
ONCOLOGY GROUP STUDY; TREATMENT RESPONSE; TUMOR BIOLOGY; TUMOR 
SUPPRESSOR GENE ALTERATION 

ORGN Super Taxa 
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TI P53 gene mutation and expression in naevi and 
melanomas . 

AU Sparrow, L. E . ; Soong, R.; Dawkins, H. J. S. (1); Iacopetta, B. J.; 
Heenan, P. J. 

CS (1) Mol . Oncol. Lab., Dep. Pathol., Univ. Western Australia, Queen 

Elizabeth II Med. Cent., Nedlands 6009, W. Australia 
SO Melanoma Research, (1995) Vol. 5, No. 2, pp. 93-100. 

ISSN: 0960-8931. 
DT Article 
LA English 

AB Mutations of the p53 tumour suppressor gene are common 

to many human malignancies. Although increased p63 expression 

has been observed in cutaneous malignant melanoma, mutations of 

the p53 gene appear to be infrequent. We examined 14 0 benign and 

malignant paraffin-embedded melanocytic lesions for p53 protein 

expression by immunohistochemistry , using the monoclonal anti-p53 

antibody DO-7 and a microwave method of antigen retrieval. Fifteen naevi 

and 25 melanomas were further analysed for p53 mutations 

within exons 5-8 of the p53 gene. DNA was extracted from 

paraffin sections and screening for mutations was carried out 

using PCR-SSCP. We demonstrated p53 protein expression in 33% of 

naevi (17 out of 51) , 35% of primary melanomas (20 out of 58) , and 70% of 

metastatic lesions (15 out of 21) . p53 expression in benign 

lesions was weaker than in malignant lesions in intensity and percentage 

of cells staining. p53 protein expression in melanomas increased 

in intensity and percentage of cells staining with tumour progression. In 

25% (three out of 12) of metastatic melanomas p53 

mutations were detected by PCR-SSCP and increased expression of 

p53 protein was observed in these tumours. p53 gene 

mutations were not detected in any benign melanocytic lesions. We 

demonstrate that antigen retrieval techniques increase p53 

immunoreactivity in paraffin embedded melanocytic tissues. p53 

protein expression in melanomas increases with depth of tumour invasion. 

melanoma, other mechanisms are proposed to influence p53 protein 

expression in melanocytic lesions. 
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TI P53 Protein accumulation in lung carcinomas of patients exposed 

to asbestos and tobacco smoke. 
AU Nuorva, Kyosti; Makitaro, Riitta; Huhti, Esko; Kamel, Dia; Vahakangas, 

Kirsi; Bloigu, Risto; Soini, Ylermi; Paakko, Paavo (1) 
CS (1) Dep. Pathol., Univ. Oulu, Kajaanintie 52D, 90220 Oulu Finland 
SO American Journal of Respiratory and Critical Care Medicine, (1994) Vol. 

150, No. 2, pp. 528-533. 
DT Article 
LA English 

AB Primary lung carcinomas often carry mutations in the p53 
tumor suppressor gene. Most of these mutations alter the 
conformation of the p53 protein into a more stable phenotype 
that makes it immunohistochemically detectable. Asbestos is a carcinogen 
that can cause deletions in chromosomes and possibly also gene 
mutations. In this study we examined 70 primary lung carcinomas 
for p53 protein accumulation using a polyclonal antihuman 
p53 antibody, CM-1. Patients were interviewed about their 
occupational and smoking history and classified according to their 
anamnestical asbestos exposure. Presence of asbestos bodies (AB) was 
evaluated from histologic samples of peripheral nontumorous lung tissue 
using both 5-mu-m-thick sections stained with Perls' iron and 
3 0 -mu-m- thick unstained sections. Abnormal accumulation of p63 
protein was found in 36 tumors (51%) , more often in patients exposed to 
asbestos than in patients without exposure (67% versus 40%, p = 0.027) . 
Significant association was also noticed between the accumulation of 
p53 and the asbestos content of lung tissue: 35% of the 
p53 -positive patients had more than one AB/cm-2 compared with 14% 
of p53-negative cases (p = 0.046) . Patients with strongly 
p53 -positive tumors were heavier smokers (57.2 + - 38.2 pack-years) 
than patients with p53-negative or lightly positive tumors (38.9 
+- 19.9 pack-years) (p = 0.017). Our findings indicate that both asbestos 
exposure and heavy smoking can cause abnormal p53 protein 
accumulation suggestive of mutated p53 . 
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AB BACKGROUND. This study was undertaken to evaluate whether genetic analysis 
in the stool can be useful for detecting malignant tumors in the colon and 
rectum. We searched for the possible presence of mutations in 
the p53 gene in the stool of patients with resectable colorectal 
cancer. Alterations in the p53 gene are the most frequent among 
mutant genes related to colorectal cancer. METHODS. Surgically resected 
tumor specimens and stool samples from 25 patients with colorectal cancer 
were examined for mutations of exons 5-8 of the p53 

gene by polymerase chain reaction single-strand conformation polymorphism 
(PCR-SSCP) . Results were compared with those achieved by fecal occult 
blood testing. RESULTS. Mutations of the p53 gene were 
found in the tumor tissues in 11 of 25 patients (44%) . Of these 11 
patients, 7 (64%) had evidence of alterations in the p63 gene 
within the stool. Of five patients who were negative for fecal occult 
blood testing, p63 mutations in the stool were evident 
in three patients. CONCLUSIONS. This method of stool DNA analysis for 
tumor-specific mutations is expected to have a wide application 
in clinical screening for colorectal cancer. 
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